We herein report a 28-year-old woman with type 1 diabetes with an asymptomatic pontine lesion and diabetic amyotrophy. She had suffered from diabetes from 10 years old. Treatment in a hospital reduced the hemoglobin A1c level from 14.2% to 7.2% for approximately 2 months. She suffered from acute-onset pain and weakness of the lower limb muscles without central nervous system manifestations. Magnetic resonance imaging showed high-intensity lesions at the brainstem and lower limb muscles on T2-weighted images. These findings and symptoms gradually resolved. Rapid treatment of poor glycemic control might increase the risk of asymptomatic pontine lesions and diabetic amyotrophy.
Introduction
Previous large clinical trials have shown that appropriate glycemic control is needed to prevent the onset of diabetic complications or their worsening (1) (2) (3) (4) . However, a rapid improvement of poor glycemic control is a well-known cause of early worsening of retinopathy (5) or as a trigger of treatment-induced diabetic neuropathy (6, 7) . To date, other negative aspects regarding the rapid improvement of glycemic control have not been clarified.
Pontine lesions are observed in various conditions, including osmotic demyelination syndrome (ODS) and central pontine myelinolysis (CPM), which are demyelinating disorders of the central nervous system (8, 9) . ODS/CPM is often reported along with hyponatremia or its rapid correc-tion (8, 9) . In recent reports, diabetic patients have also presented with pontine legions even in the absence of these obvious electrolyte disturbances with and without symptoms (10) (11) (12) (13) , although whether or not the etiology and pathogenesis are similar to those in typical ODS/CPM cases is unclear.
Diabetic amyotrophy is also called "diabetic lumbosacral radiculoplexus neuropathy" and occurs in approximately 1% of diabetic patients (14) . It is considered to be derived from nervous ischemic injury caused by microscopic vasculitis (15) . This injury typically accompanies acute or subacute, progressive, asymmetrical pain and weakness of the proximal lower limb muscles, and weight loss is often seen (15) . What triggers this diabetic complication is unclear at present.
We herein report the first case of type 1 diabetes present- ing with an asymptomatic pontine lesion and diabetic amyotrophy almost simultaneously after the rapid treatment of poor glycemic control.
Case Report
A 28-year-old woman with type 1 diabetes was admitted to our hospital for poor glycemic control and severe hepatic dysfunction. She had been diagnosed with type 1 diabetes at 10 years old. She had diabetic complications, including peripheral neuropathy, proliferative retinopathy and diabetic nephropathy with a nephrotic state. For a few years, she had been consuming an unbalanced diet with restricted carbohydrates along with irregular and low-dose insulin injections and frequent snacks late at night, and her hemoglobin A1c (HbA1c) levels were around 9-14% (NGSP).
On admission, her height was 147.5 cm and body weight was 39.5 kg (body mass index 18.2 kg/m 2 ). She showed severe bilateral lower limb edema. Her fasting plasma glucose and HbA1c levels were 429 mg/dL and 14.2%, respectively.
Her serum sodium level was 132 mEq/L, and her serum creatinine level was 0.63 mg/dL. Serum aspartate aminotransferase, alanine aminotransferase and γ-glutamyl transferase levels were 1,129, 928 and 564 U/L, respectively. We ruled out viral or autoimmune hepatitis as well as drug-induced hepatic damage. Her serum albumin level was 1.3 g/dL, and total daily uric protein was 4.7 g. A balanced diet without snacks and regular insulin injections in the hospital led to a decrease in glucose levels more quickly than we had expected, and we had to adjust the insulin dose. A diuretic was used to reduce her limb edema.
After 2 months of treatment in the hospital, the HbA1c level had decreased to 7.2% (Fig. 1 ), and her liver function was nearly normalized without specific medications. After discharge, she began to feel the acute onset of severe bilateral lower limb pain, which was relieved by the oral administration of acetaminophen. Two months after discharge, she was admitted again due to bilateral lower limb weakness and gait disturbance in addition to increased pain.
At the second admission, her Glasgow Coma Scale was 
E4V5M6, and her body weight was 38.5 kg (body mass index 17.7 kg/m 2 ). Her blood pressure was 121/91 mmHg, pulse rate was 109 beats per minute, and body temperature was 36.4 . She showed slight anemia and decreased respiratory sounds because of bilateral pleural effusion. She had persistent pitting edema in her bilateral lower limbs with atrophic muscles and reduced muscle strength. Manual muscle testing of the iliopsoas and hamstring showed grade 3, whereas testing of the anterior tibialis and gastrocnemius showed grade 4. Regarding the neurological findings, except for muscle weakness, there were no cranial nerve abnormalities or pathological reflexes, such as jaw jerk reflex or Babinski's reflex. Spinal magnetic resonance imaging (MRI) revealed no space-occupying lesions. However, cranial MRI findings were remarkable. Fluid-attenuated inversion recovery imaging revealed swelling and symmetric diffuse high signal intensity in the pons, which extended to the bilateral middle cerebellar peduncles ( Fig. 2a-e ). The lesion was peripherally enhanced on T1-weighted contrast images ( Fig. 2f and g) . T1-weighted ( Fig. 2h ), diffusion-weighted ( Fig. 2i ) and T2*weighted ( Fig. 2j ) images showed no abnormal findings. Blood examinations showed no inflammation, no elevated muscle enzymes and no antibodies correlated with collagen diseases (Table) . Regarding the neurological examination, a cerebrospinal fluid (CSF) test was negative for herpes simples virus (HSV)-, Epstein-Barr virus (EBV)-, cytomegalovirus (CMV)-and varicella-zoster virus (VZV)-related DNA, aspergillus antigen, cryptococcus antigen, mycobacterium tuberculosis DNA, adenosine deaminase (ADA), soluble interleukin-2 receptor (sIL-2R), tumor cells and oligoclonal bands. There was no albuminocytologic dissociation. The IgG index was 0.55 (<0.6). The CSF test showed that the concentration of cells was 1/μL, the amount of protein was 52 mg/dL, and the glucose level was 100 mg/dL when the plasma glucose was 194 mg/dL. Needle electromyography (iliopsoas muscle, tibial muscle) showed no myogenic changes. A nerve conduction study (median, ulnar, peroneal, tibial nerve) revealed polyneuropathy consistent with diabetic polyneuropathy, and the lower limb sensory nerve was dominantly disrupted. T2-weighted images of pelvis-to-thigh MRI showed a high signal intensity in the erector spinae muscles (Fig. 3a, b ), pelvic floor muscles ( Fig. 3c ) and adductor and quadriceps muscles ( Fig. 3d, e ). Given these findings, she was diagnosed with an asymptomatic pontine lesion and diabetic amyotrophy, which occurred in almost the same period.
The pain was relieved by the oral administration of mexiletine hydrochloride. She started rehabilitation, and the lower limb pain, weakness and gait disturbance gradually improved. The abnormalities on cranial MRI did not change after 11 days ( Fig. 4b ) but decreased 1 month later (Fig. 4c ). Slight abnormal signal intensity remained even after six and nine months ( Fig. 4d and e ). The abnormalities in the lower limb and pelvic floor muscle MRI had disappeared completely by 27 months from the onset (Fig. 5 ).
Discussion
Our patient presented with an asymptomatic pontine lesion and diabetic amyotrophy almost simultaneously after the rapid treatment of poor glycemic control. Some asymptomatic cases with pontine lesions have been reported as ODS/CPM (16-18), but the histological confirmation of de- myelination was not performed in those cases. Therefore, we simply described the cranial MRI abnormality in this case as a "asymptomatic pontine lesion". There have been no case reports showing pontine lesions or diabetic amyotrophy in association with the rate of glycemic control change. The findings in this case might clinically suggest that both the brainstem and lumbosacral plexus were vulnerable to rapid changes in glycemic control. The rapid improvement of glycemic control might increase the risk of pontine lesions and diabetic amyotrophy. This case showed no obvious severe electrolyte abnormalities, but there were advanced diabetic complications, including nephropathy and neuropathy as well as pre-existing liver damage. This outcome was partly consistent with the findings of a previous report in which diabetic patients presented with ODS without obvious electrolyte disturbances, although they had complications such as hypertension and hepatorenal problems (10) . It was speculated that diabetes mellitus itself or the pre-existing complications, including malnutrition, observed in this case might have exaggerated the development of the pontine lesion (10) independently from the rapid improvement of the glycemic control, although the mechanism or underlying pathophysiology is unclear. While the present and previous cases (16) (17) (18) showed no central nervous system manifestations, others with diabetes have shown serious central nervous system manifestations (11, 13) . We should not overlook asymptomatic pontine lesions that can occur in diabetes patients, especially in those with the complications described above, and try to identify the possible pathophysiology between patients with and without manifestations.
Cranial MRI in this case showed diffuse high-intensity lesions in the pons on T2-weighted images that were peripherally enhanced. These findings were different from those observed in typical cases of ODS involving the central pons, which manifest as a "trident" or "bat-wing"-shaped abnormality on MRI (13) . Some previous cases with diabetes also showed massive pontine lesions (10). This outcome suggests that diabetes mellitus itself might affect the extent of the pontine lesion, although the exact mechanism involved is unclear. Given the high-intensity signals observed on T2weighted images, one possible mechanism is edema caused by some inflammation or osmotic changes induced by rapid changes in glycemic control. This patient showed somewhat atypical clinical manifestations for diabetic amyotrophy. She showed symmetrical symptoms, and apparent weight loss was not seen on admission. Pitting edema and pleural effusion derived from nephrotic syndrome might have obscured the weight loss in this case. Indeed, her body weight decreased to 36.2 kg when her edema and pleural effusion had almost disappeared. High-intensity signals were observed on T2-weighted images of lower limb muscles, suggesting muscle edema caused by acute denervation, and similar results were recently reported in a case of diabetic amyotrophy (19) that were consistent with the findings of this case. MRI in cases with suspected but atypical manifestation of diabetic amyotrophy might be a useful tool for making a diagnosis.
In conclusion, we report a patient with type 1 diabetes who presented with an asymptomatic pontine lesion and diabetic amyotrophy after the rapid treatment of poor glycemic control. The gradual improvement of glycemic control might be a safe approach to avoid these complications.
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